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International application No. 
PCT/ US 00/27682 


International filing date (day/month/year) 

06/10/2000 


(Earliest) Priority Date (day/month/year) 

07/10/1999 


Applicant 

CIPHERGEN BIOSYSTEMS, INC. et al . 



This International Search Report has been prepared by this International Searching Authority and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This International Search Report consists of a total of 3 sheets. 

[X] It is also accompanied by a copy of each prior art document cited in this report. 



Basis of the report 

a. With regard to the language, the international search was carried out on the basis of the intemational application in the 
language in which it was filed, unless othenfl^ise indicated under this item, 

I I the intemational search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1 (b)). 

b. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search 
was carried out on the basis of the sequence listing : 

I I contained in the international application in written form. 

filed together with the international application in computer readable form, 
funnished subsequently to this Authority in written form, 
furnished subsequently to this Authority in computer readble form. 



2. 
3. 



□ 
□ 
□ 
□ 

□ 



□ 
□ 



the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the Information recorded in computer readable form is Identical to the written sequence listing has been 
furnished 

Certain claims were found unsearchable (See Box I). 
Unity of invention is lacking (see Box It). 



With regard to the title, 

[X] the text is approved as submitted by the applicant. 

I I the text has been established by this Authority to read as follows: 



5. With regard to the abstract, 

pC] the text is approved as submitted by the applicant. 

_ . rri _ tbe text has been established, according to Rule 38.2(b). by this Authority as it appears in Box |l|..The applicant may, . 
* — ' within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. The figure of the drawings to be published with the abstract is Figure No. 6 



Pn as suggested by the applicant. Q None of the figures. 

I I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 
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'O' document referring to an oral disclosure, use. exhibition or 
other means 

•P* document published prior to the International filing date but 
later than the priority date claimed 



■T" later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

■X' document of particular relevance: the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 
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From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 
(PCT Rule 61 .2) 


To: 

Commissioner 

US Department of Commerce 
United States Patent and Trademark 
Office, PCT 

201 1 South Clark Place Room 

CP2/5C24 

Arlington, VA 22202 

ETATS-UNIS D'AMERIQUE ^ * 
in Its capacity as elected Office ' , 


Date of mailing (day/month/year) 
17 July 2001 (17.07.01) 


International application No. 
PCT/USOO/27682 


Applicant's or agenf s file reference 
16866-38-1 PC 


International filing date (day/month/year) 
06 October 2000 (06.10.00) 


Priority date (day/month/year) 

07 October 1999 (07.10.99) 


Applicant 

YIP, Tai-Tung et al 



1. The designated Office is hereby notified of its election made: 

I X| in the demand filed with the International Preliminary Examining Authority on: 
18 April 2001 (18.04.01) 

I I in a notice effecting later election filed with the International Bureau on: 



2. The election ^] 

□ 



was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 



The International Bureau of WlPO 


Authorized officer 






- .34, chemin des-Colombettes 


- - - H. Zhou 




1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 
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From the: 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



.^ATENT COOPERATION TRL ^TY 

# 



To: 

PARENT. Annette S. 

Townsend and Townsend and Crew LLP 
Two Embarcadero Center 
8th Floor 

San Francisco, CA 941 1 1 -3834 
ETATS-UNIS D'AMERIQUE 



PCT 



WRITTEN OPINION 
(PCT Rule 66) 



Date of mailing 

(day/month/year) 



06.08.2001 



Applicant's or agent* s file reference 
16866-38-1 PC 



REPLY DUE 

a(atoi 



within 3 month(s) 

from the above date of mailing 



Intemational application No. 
PCT/USOO/27682 



Intemational filing date (day/month/year) 
06/10/2000 



Priority date (day/month/year) 
07/10/1999 



intemational Patent Classification (IPC) or t)oth national classification and IPC 
G01N33/574 



Applicant 

CIPHERGEN BIOSYSTEMS. INC. et al. 



1 . This written opinion is the first drawn up by this International Preliminary Examining Authority. 

2. This opinion contains indications relating to the following items: 



1 




II 


□ 


III 


□ 


IV 


□ 


V 


IS 


VI 




VII 




VIII 





citations and explanations supporting such statement 
Certain document cited 
Certain defects in the international application 
Certairr observations on the international application 

3. The applicant is hereby Invited to reply to this opinion. 

When? See the time limit indicated above. The applicant may, before the expiration of that time limit, 
request this Authority to grant an extension, see Rule 66.2(d). 

How? By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 
For the form and the language of the amendments, see Rules 66.8 and 66.9. 

Also: For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66.4 bis. 
For an informal communication with the examiner, see Rule 66.6. 

If no reply Is filed, the intemational preliminary examination report will be established on the basis of this opinion. 

4. The final date by which the intemational preliminary 

examination report must be established according to Rule 69.2 Is: 07/02/2002. 



Name and mailing address of the intemational 
preliminary examining authority: 
European Patent Office 

D-80298 Munich 
Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 ■ 4465 



Authorized officer / Examiner 

Moreno de Vega, C 



Formalities officer (ind. extension of time limits) 
DantI, B 

Telephone No. +49 89 2399 8161 
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WRITTEN OPINION International application No. PCT/USOO/27682 

I. Basis of the opinion 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
. the receiving Office in response to an invitation under Article 14 are referred to in this opinion as "originally filed"): 

Description, pages: 

1 -4,6-35 as originally filed 

5.5a as received on 30/04/2001 with letter of 30/04/2001 



Claims, No.: 

1-83 

Drawings, sheets: 

1/6-6/6 



as originally filed 



as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless othen/vise indicated under this item. 

These elements were available or furnished to this Authority in the following language: . which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the International application (under Rule 48.3(b)). 

□ the language of a translation furnished for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the intemational application in written form. 

□ filed together with the intemational application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ fumished subsequently to this Authority in computer readable fomn. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

□ The statement that the information recorded in computer readable form is identical to the written sequence 
" listing has been furhishedT " - _ - _ 

4. The amendments have resulted in the cancellation of: 
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International application No. PCT/USOO/27682 



□ 



the description, 
the claims, 
the drawings, 



pages: 



□ 
□ 



sheets: 



Nos.: 



5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report.) 

6. Additional observations, if necessary: 

V. Reasoned statennent under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Claims 

Inventive step (IS) Claims 
Industrial applicability (lA) Claims 

2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1 . Certain published documents (Rule 70.10) 
and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 

VII. Certain defects in the international application 

The following defects in the form or contents of the International application have been noted: 
see separate sheet 

Vlil. Certain observations on the international application 

The following qbservatiqnsj)n the clarity of the claims, description, and drawings or on_th_e question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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SEPARATE SHEET 



Re Item V 

Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, Inventive step 
or industrial applicability; citations and explanations supporting such statement 

Reference is made to the following documents: 

D1 : WO 99 3781 1 A (AN GANG; UROCOR INC (US); VELTRI ROBERT W (US)) 

29 July 1 999 (1 999-07-29) 
D2: MALM JOHAN ET AL: 'Isolation and characterization of the major gel 

proteins in human semen, semenogelin I and semenogelin II.' EUROPEAN 

JOURNAL OF BIOCHEMISTRY, vol. 238, no, 1. 1996, pages 48-53. 

XP000997222 ISSN: 0014-2956 



1 . Novelty - Article 54 EPC 

D1 (see claims 1 , 2, 8, 28 and 32 and page 51 line 6 - page 6 line 16) 
discloses methods of diagnosing a metastasic prostate disease state 
detecting a difference in quantitiy of expression of metastasic prostate 
disease marker gene, e.g. semenogelin II, using an antibody 
immunoreactive with semenogelin II and detecting the immunocomplex by 
ELISA, and a kit therefor. 

D2 discloses the determination of purified Sgl (Ma 49 958 Da) and Sgll (Ma 
63 539) by matrix-assisted laser desorption mass spectrometry. 

The subject-matter of present claims 1-83 appears to be novel, because the 
known prior art discloses neither the methods for diagnosing prostate cancer 
determining polypeptide markers of Ma < 27.000 which is differentially 
present in samples of a prostate cancer patient and a benign prostate 
hyperplasia patient, nor the kits therefor as in claims 61-83. 
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2. Inventive step - Article 56 EPC 

D1 , which is considered to be the prior art with respect of the present 
invention, differs from it in that a) higher Ma proteins are determined and that 
no reference is done to polypeptides resulting from the PSA-mediated 
cleavage with different expression In PC (prostate cancer) and BPH (benign 
prostate hyperplasia), b) fails to disclose the kits of the present invention, 
which comprise absorbent substrates containing a metal chelating group and 
suitable for measuring by gas phase ion spectrometry. The technical 
problem to be solved by the present invention is the provision of quick and 
accurate methods and kits for determining if a patient has prostate cancer. 
The solution provided by claims 1-83 is based on monitoring markers that 
are cleaved products generated by PSA-mediated proteolysis, and that are 
differentially present in samples of a PC patient and a BPH patient. The 
usefulness of said polypeptides to differentiate said conditions has not been 
suggested in the prior art. Therefore, claims 1-83 are considered to be 
inventive. 



Re Item VI 

Certain documents cited 

Certain published documents (Rule 70.10) 

Application No Publication date Filing date Priority date (vafid claim) 

Patent No (day/month/year) (day/month/year) (day/month/year) 

WO 99/61 471 2/1 2/99 28/5/1 999 29/5/1 998 



The priority of the present application is assumed to be valid. Should the 
present application be entered into the regional phase, the above document 
would not be relevant to the question of novelty. It discloses human 
transmembrane proteins (HTMPN) and methods for diagnosing disorders 
associated with their expression. Among others conditions prostate cancer is 
mentioned (page 52 line 3), but no specific reference of the localization of 
said proteinjs to.be found in that document. 
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Re Item VII 

Certain defects in the international application 

Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background 
art disclosed in the document D1 is not mentioned in the description, nor is 
this document identified therein. 



Re Item VIII 

Certain observations on ttie international application 

1 . it is clear from the description on page 15 that the following feature is 
essential to the definition of the invention: by the methods and kits of the 
invention, markers that are cleaved products generated by PSA-mediated 
proteolysis are monitored, in order to provide a more sensitive way to 
determine whether a patient has BPH or prostate cancer. 

Since independent claims 1 , 24 and 50 do not contain this feature, they do not 
meet the requirement following from Article 6 PCT taken in combination with Rule 
6.3(b) PCT that any independent claim must contain all the technical features 
essential to the definition of the invention. 

2. The relative terms "differentially present" used in claims 1,13, 24, 50, 61 and 
79 have no well-recognised meaning and leave the reader in doubt as to the 
meaning of the technical feature to which they refer, thereby rendering the 
definition of the subject-matter of said claims unclear (Article 6 PCT). 

3. The wording "seminal basic protein" used In the claims is unclear (Article 6 
PCT). It should be explained at least in claim 3, where it is first mentioned. 
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PARENT. Annette S. 

Townsend and Townsend and Crew LLP 
Two Embarcadero Center 
8th Floor 
San Francisco, 
ETATS-UNIS D'AMERIQUE 



aero uenier 
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MftR 2002 



PCT 



NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 



Date of mailing 
(day/month/year) 



04.12.2001 



Applicant's or agent's file reference 
16866-38-1 PC 


IMPORTANT NOnFICATON 


International application No. 
PCTAJSOO/27682 


International filing date (day/month/year) 
06/10/2000 ^ 


Priority date (day/month/year) 
07/10/1999^ 


Applicant 

CIPHERGEN BIOSYSTEMS, INC. et al. ^ 



1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
intemational preliminary examination report and its annexes, if any, established on the intemational application. 

2. A copy of the report and its annexes, if any, is being transmitted to the Intemational Bureau for communication 
to all the elected Offices. 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 



4. REMINDER 



The applicant must enter the national phase before each elected Office by perfonning certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Offices) (Article 
39(1)) (see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the intemational application must be fumished to an elected Office, that translation must 
contain a translation of any annexes to the intemational preliminary examination report. It is the applicant's 
responsibility to prepare and fumish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant* s Guide. 



Name and nrtailing address of the IPEA/ 



European Patent Office 
D-80298 Munich 

Tel. +49 89 2399 - 0 Tx: 523656 epmu d 
Fax: +49 89 2399 - 4465 



Authorized officer 
Danti, B 

Tel.449 89 2399-8161 



Font! PCT/IPEA/416 (July 1992) 



•T' 



»ATENT COOPERATION T|p^TY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agenf s file reference 
16866-38-1 PC 


_ _ _ See Notification of Transmittal of International 

FOR FURTHER ACTION Preliminary Examination Report (Fonm PCT/IPEA/416) 


International application No. 
PCT/USOO/27682 


International filing date (day/month/year) 
06/10/2000 


Priority date (day/month/year) 
07/10/1999 


International Patent Classification (IPC) or national classification and IPC 
G01N33/674 


Applicant 






CIPHERGEN BIOSYSTEMS, INC. et al. 
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I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70, 16 and 70. 17)): 
Description, pages: 

1 -4,6-36 as originally filed 

5.5a as received on 30/04/2001 with letter of 30/04/2001 



Sequence listing part of the description, pages: 

fig. 1 , as originally filed 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless othenvise indicated under this item. 

These elements were available or fumished to this Authority in the following language: , which is: 

□ the language of a translation fumished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumished for the purposes of international preHminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the intemational application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in written fomn. 

□ filed together with the intemational application in computer readable fomi. 
B fumished subsequently to this Authority in written fomi. 

IS furnished subsequently to this Authority in computer readable form. 

- B The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in 
the international application as filed has been furnished. 

IS The statement that the information recorded in computer readable form is identical to the written sequence 



Claims, No.: 



1-83 



as originally filed 



Drawings, sheets: 



1/6-6/6 



as originally filed 
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listing has been furnished. 

4. The amendments have resulted in the cancellation of; 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

5. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must t>e referred to under item 1 and annexed to this 
report.) 



6. Additional observations, if necessary: 



V. Reasoned statement under Artlcie 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 
Novelty (N) 

inventive step (IS) 



Yes: 
No: 

Yes: 
No: 



Claims 1 -83 
Claims 

Claims 1 -83 
Claims 



Industrial applicability (lA) Yes: Claims 1-83 

No: Claims 



2. Citations and explanations 
see separate sheet 



VI. Certain documents cited 

1. Certain published documents (Rule 70.10) 

and / or 

2. Non-written disclosures (Rule 70.9) 
see separate sheet 



VII. Certain defects In the international application - - - 

The following defects in the fonn or contents of the intemational application have been noted: 
see separate sheet 



Form PCT/IPEA/409 (Boxes l-VIII. Sheet 2) (July 1998) 



INTERNATIONAL PREO! 
EXAMINATION REPORT 




NARY 



International application No. PCT/USOO/27682 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

Reference is made to the following documents: 

D1 : WO 99 3781 1 A (AN GANG; UROCOR INC (US); VELTRI ROBERT W (US)) 

29 July 1 999 (1 999-07-29) 
D2: MALM JOHAN ET AL: 'Isolation and characterization of the major gel 

proteins in human semen, semenogelin I and semenogelin II.' EUROPEAN 

JOURNAL OF BIOCHEMISTRY, vol. 238. no. 1, 1996, pages 48-53, ISSN: 

0014-2956 



1 . Novelty - Article 54 EPC 

D1 (see claims 1 , 2, 8, 28 and 32 and page 51 line 6 - page 6 line 16) 
discloses methods of diagnosing a metastasic prostate disease state 
detecting a difference in quantitiy of expression of metastasic prostate 
disease marker gene, e.g. semenogelin II, using an antibody 
immunoreactive with semenogelin II and detecting the immunocomplex by 
ELISA, and a kit therefor. 

D2 discloses the determination of purified Sgl (Ma 49 958 Da) and Sgll (Ma 
63 539) by matrix-assisted laser desorption mass spectrometry. 

The subject-matter of present claims 1-83 appears to be novel, because the 
known prior art discloses neither the methods for diagnosing prostate cancer 
determining polypeptide markers of Ma < 27.000 which is differentially 
present in samples of a prostate cancer patient and a benign prostate 
hyperplasia patient, nor the kits therefor as in claims 61-83. 
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2. Inventive step - Article 56 EPC 

D1 , which is considered to be the prior art with respect of the present 
invention, differs from it in that a) higher Ma proteins are determined and that 
no reference is done to polypeptides resulting from the PSA-mediated 
cleavage with different expression in PC (prostate cancer) and BPH (benign 
prostate hyperplasia), b) fails to disclose the kits of the present invention, 
which comprise absorbent substrates containing a metal chelating group and 
suitable for measuring by gas phase ion spectrometry. The technical 
problem to be solved by the present invention is the provision of quick and 
accurate methods and kits for determining if a patient has prostate cancer. 
The solution provided by claims 1-83 is based on monitoring markers that 
are cleaved products generated by PSA-mediated proteolysis, and that are 
differentially present in samples of a PC patient and a BPH patient. The 
usefulness of said polypeptides to differentiate said conditions has not been 
suggested in the prior art. Therefore, claims 1 -83 are considered to be 
inventive. 



Re Item VI 

Certain documents cited 

Certain published documents (Rule 70.10) 

Application No Publication ctate Filing date Priority date (valid claim) 

Patent No (day/month/year) (day/month/year) (day/month/year) 

WO 99/61 471 2/1 2/99 28/5/1 999 29/5/1 998 

The priority of the present application is considered to be valid. Should the 
present application be entered into the regional phase, the above document 
would not be relevant to the question of novelty. It discloses human 
transmembrane proteins (HTMPN) and methods for diagnosing disorders 
associated with their expression. Among others conditions prostate cancer is 
mentioned (page 52 line 3), but no specific reference of the localization of 
said protein is to be found in that document. 
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Re Item Vii 

Certain defects In the international application 

Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background 
art disclosed in the document D1 is not mentioned in the description, nor is 
this document identified therein. 



Re Item VIII 

Certain observations on the international application 

1 . It is clear from the description on page 1 5 that the following feature is 
essential to the definition of the invention: by the methods and kits of the 
invention, markers that are cleaved products generated by PSA-mediated 
proteolysis are monitored, in order to provide a more sensitive way to 
determine whether a patient has BPH or prostate cancer. 

Since independent claims 1 , 24 and 50 do not contain this feature, they do not 
meet the requirement following from Article 6 PCT taken in combination with Rule 
6.3(b) PCT that any independent claim must contain all the technical features 
essential to the definition of the invention. 

2. The relative terms "differentially present" used in claims 1,13, 24, 50, 61 and 
79 have no well-recognised meaning and leave the reader in doubt as to the 
meaning of the technical feature to which they refer, thereby rendering the 
definition of the subject-matter of said claims unclear (Article 6 PCT). 

3. The wording "seminal basic protein" used in the claims is unclear (Article 6 
PCT). It should have been explained at least in cJaim 3, where it is first 
mentioned. 

4. Instructions for using a kit represent presentation of information in the sense 
of Rule 67.1{v) PCT. The said feature is therefore not of technical character. 

- It is, in this instance, noted that a skilled person Is not bound to added written " " 
instructions, but will use the immunoassay components according to the 
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common knowledge. 

If one tries to derive a technical sense from the presence of added 
instructions, this would strictly concern the use or application of the kit. The 
intended use does in the present case not confer any definition of limitation 
of the product as such. 

Consequently, the feature has either to be ignored in the assessment of 
novelty and inventive step of the claims or, if not being ignored, its presence 
raises uncertainty as to the scope and category of the claim, contrary to Art. 
6 PCT. 
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In one embodiment, the substrate in the kit is in the form of a probe which 

. • I- 

is removably insertable into a gas phase ion spectrometer. In another embodiment, the kit 
further comprises another substrate which can be used together with the substrate 
comprising the adsorbent to form a probe which is removably insertable into a gas phase 
5 ion spectrometer. 

In another embodiment, tiie Idt further comprises instructions for suitable 
operational parameters. 

In yet another embodiment^ the sxibstrate comprises a hydrophobic group 
and an anionic group as an adsorbent In yet another embodiment^ the substrate 
10 comprises a hydrophobic group as an adsoxbent. In yet another embodiment^ the 

substrate comprises a metal chelating group. In yet another embodiment, the substrate 
comprises a metal chelating group complexed with a metal ion as an adsorbent. In yet 
. another embodiment, the substrate comprises an antibody that specifically binds to a 
- marker, preferably seminal basic protein, as an adsorbent. In yet another embodiment, 
IS the washing solution is an aqueous solution. ' 

In yet another embodiment, the kit comprises an antibody that specifically 
binds to the maricer, and a detection reagent. Optionally, the antibody can be 
immobilized on a solid support. 

In yet another embodiment, the kits can further comprise a standard 
20 indicating a diagnostic amount of the marker. 

While the absolute identity of many maikers is not yet known, such 
knowledge is not necessary to measure them in a patient sample, because they are 
sufficiently characterized by, e.^., mass and by affinity characteristics. It is noted that 
molecular weight and binding properties are characteristic properties of these markers and 
25 not liimitations on means of detection or isolation. Furthemiorei using flie methods 
V described herein or other methods known in the ait. the absolute identity of the maricers 
' can be detennined. 

These ahd oUier aspects of fhe present mvention wUl be^me app^ 
upon reference to the following detailed description and attached drawings. 
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_____ BWEFDESCMPTipNOF TmpRA^ 

Figure 1 illustrates the amino acid sequence of seminal basic protein 
(SEQIDNO:!), 



9Q dnr . I :^r{ 



trrzV. 2001 -3:52PM ttc 



©096.8823J5ti^ 



NO. 7373 P. 6 



Figure 2 illustrales a probe comprising spots of adsorbents on the probe 



surface. 
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PATENT 

Attorney ^Pcet No.: 16866-38-lPC 



EUROPEAN PATENT OFFICE 



In re application of: 

Ciphergen Biosystems, Inc. and 
Eastern Virginia Medical School 

Application No.: PCT/USOO/27682 

Filed: October 6, 2000 

For: PROSTATE CANCER MARKER 
PROTEINS 



LETTER REGARDING AMENDMENT 
PURSUANT TO ARTICLE 34(2)(b) 



European Patent Office 
Erhardstrasse 27 
D-80298 Munich 2 
Germany 

Sir: 

Applicant respectfully requests that the DPEA amend the application by replacing page 5 
with the enclosed replacement pages 5 and 5 A. 

Replacement pages 5 and 5 A have been amended to show Sequence ED Number 1 . 
The Demand for International Preliminary Examination was filed on 18 April 2001. 

Re^ec^fiilly ailbmitted. 



Peter Seperai 
Reg. No. 47,932 




TOWNSEND and TOWNSEND and CREW LLP 

Two Embarcadero Center, 8* Floor 

San Francisco, California 941 1 1-3834 

Tel: (415) 576-0200 

Fax: (415) 576-0300 

PKS:kad 
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^ JC^ec'd PCT/PTO 2 5 MAR 2002 

j^TOOiment, the substrate in the kit is in the form of a probe which 



In one e^rodiment, the substrate in the kit is in the form of a probe which 
is removably insertable into a gas phase ion spectrometer. In another embodiment, the kit 
further comprises another substrate which can be used together with the substrate 
comprising the adsorbent to form a probe which is removably insertable irito a gas phase 
5 ion spectrometer. 

In another embodiment, the kit further comprises instructions for suitable 
operational parameters. 

In yet another embodiment, the substrate comprises a hydrophobic group 
and an anionic group as an adsorbent. In yet another embodiment, the substrate 
10 comprises a hydrophobic group as an adsorbent. In yet another embodiment, the 

substrate comprises a metal chelating group. In yet another embodiment, the substrate 
comprises a metal chelating group complexed with a metal ion as an adsorbent. In yet 
another embodiment, the substrate comprises an antibody that specifically binds to a 
marker, preferably seminal basic protein, as an, adsorbent. In yet another embodiment, 
15 the washing solution is an aqueous solution. 

In yet another embodiment, die kit comprises an antibody that specifically 
binds to the marker, and a detection reagent. Optionally, the antibody can be 
immobilized on a solid support. 

In yet another embodiment, the kits can further comprise a standard 
20 indicating a diagnostic amount of the marker. 

While the absolute identity of many markers is not yet known, such 
knowledge is not necessary to measure them in a patient sample, because they are 
sufi5ciently characterized by, e,g,, mass and by affinity characteristics. It is noted that 
molecular weight and binding properties are characteristic properties of these markers and 
25 not limitations on means of detection or isolation. Furthermore, using the methods 

described herein or other methods knovm in the art, the absolute identity of the markers 
can be determined. 

These and other aspects of the present iavention will become apparent 
upon reference to the following detailed description and attached drawings. 



BRIEF DESCRIPTION OF THE DRAWINGS 

Figure rillustiates the~amin6 acid"sequaice of senainal basic proten^ 
Figure 2 illustrates a probe comprising spots of adsorbents on die probe 



surface. 
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In one embodiment, the substrate in the kit is in the forai of a probe which 
is removably insertable into a gas phase ion spectrometer. Li another embodiment, the kit 
fiirther comprises another substrate which can be used together with the substrate 
comprising the adsorbent to form a probe which is removably insertable into a gas phase 
5 ion spectrometer. 

In another embodiment, the kit further comprises instructions for suitable 
operational parameters. 

In yet another embodiment, the substrate comprises a hydrophobic group 
and an anionic group as an adsorbent. In yet another embodiment, the substrate 
10 comprises a hydrophobic group as an adsorbent. In yet another embodiment, the 

substrate comprises a metal chelating group. In yet another embodiment, the substrate 
comprises a metal chelating group complexed with a metal ion as an adsorbent. In yet 
another embodiment, the substrate comprises an antibody that specifically binds to a 
marker, preferably seminal basic protein, as an adsorbent. In yet another embodiment, 
15 the washing solution is an aqueous solution. 

In yet another embodiment, the kit comprises an antibody that specifically 
binds to the marker, and a detection reagent. Optionally, the antibody can be 
immobilized on a solid support. 

In yet another embodiment, the kits can further comprise a standard 
20 indicating a diagnostic amount of the marker. 

While the absolute identity of many markers is not yet known, such 
knowledge is not necessary to measure them in a patient sample, because they are 
sufficiently characterized by, e.g., mass and by affinity characteristics. It is noted that 
molecular weight and binding properties are characteristic properties of these markers and 
25 not limitations on means of detection or isolation. Furthermore, using the methods 

described herein or other methods known in the art, the absolute identity of the markers 
can be determined. 

These and other aspects of the present invention will become apparent 
upon reference to the following detailed description and attached drawings. 
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BRIEF DESCRIPTION OF THE DRAWINGS 

Figure 1 illustrates the amino acid sequence of seminal basic protein 
(SEQBDNOil). 
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Figure 2 illustrates a probe comprising spots of adsorbents on the probe 

surface. 



5A 



